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Claims 



1 . Compounds of formula (I) 




.a) 



wherein 

Rl hydrogen, halogen, cyano\trifluoromethyl, hydroxy, benzyloxy, aminocarbonyl, 
carboxy, phenyl, phenoxy, plaenylthio, pyridyloxy, pyridylthio, 
alkyl, especially Cj-Cg-alkyl, 
alkenyl, especially C3-C6-alken;5 
alkinyl, especially C3-C6-alkinyl, 
hydroxyalkyl, especially Ci-Cg-hydrdjcyalkyl, 
alkoxy, especially Ci-Cg-alkoxy, 
alkenyloxy, especially C3-C6-alkenyloxy,> 
alkinyloxy, especially C3-C6-alkinyloxy, 
alkanoyloxy, especially Ci-C7-alkanoyloxy, 
alkoxycarbonyloxy, especially C2-C7-alkoxycarW>nyloxy, 
alkylthio, especially Cj-Cg-alkylthio, 
alkenylthio, especially Cs-Cg-alkenylthio, 
alkinylthio, especially Cs-Cg-alkinylthio, 
cycloalkyl, especially C3-Cg-cycloalkyl, 
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cyclokyloxy, especially C 3 -C 8 -cycloalkyloxy, 
cycloallWio, especially C 3 -C 8 -cycloalkylthio, 
alkoxyca\onyl, especially C 2 -C 7 -alkoxycarbonyl, 
alkylammoVrbonyl, especially C 2 -C 7 -alkylaminocarbonyl, 
dmlMaminoVrbonyl, especially CrCn-dialkylammocarbonyl, or 

NR 5 R 6 , whereh; 



R5 
R6 



R2 



and 

are selected independent of each other from hydrogen, 
alkyl> especially Ci-C^alkyl, 

all 



ilkenyl, especially C 3 -C^alkenyl and 
alkinyl, especially C 3 -C 6 -a^kinyl, 

is hydrogen, halogen, cyano, h^roxy, trifluoromethyl, benzyloxy, 
alkyl, especially Ci-Ce-alkyl, 
alkoxy, especially C^Ce-alkoxy o\ 
alkanoyloxy, especially Ci-C 7 -alkarWloxy, 

wherem R 1 and R 2. if they are adjacen^t^ *■» a bridge which i. 

selected from 

-(CH 2 )4-, -(CH=CH) 2 - and -C^O-CBy^ wherein 



r7 and 

r8 are, independently of each other, hydroge 



ft, especially Ci-C6-alkyl, 



R 3 ,s hydrogen, halogen, alky!, especially Cl -C 6 -alkyl,^oror„e,hyl or 
hydroxyalkyl. especially C,-C 6 -hdroxyalkyl and 
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r4 is hydtogen, hydroxy, benzyloxy, 
alkyl, especially Ci-C 6 -alkyl> 
alkenyl, especially C 3 -C6-alkenyl, 
alkinyl, especially C 3 -C 6 -alkinyl, 
cycloalkyl, especially C 3 -C6-cycloalkyl or 
alkoxy, especiall^Ci-C 6 -alkoxy, 

k isOorl, 

A is alkenylene with at leaWan two C-atoms, especially C 2 -C 6 - alkenylene, 

which is optionally substituted once to three-fold by C^-alkyl, hydroxy, Ci- 
C3 -alkoxy, fluorine, cyano oV phenyl, 

alkadienylene with at least four (Wis, especially C 4 -C 6 - alkadienylene, 
which is optionally substituted onc\or twice by C r C 3 -alkyl, fluorine, cyano or 
phenyl, 

1,3,5-hexatrienylene, which is optionally\ubstutited by C^-alkyl, fluorine, 

cyano, or phenyl, 



ethinylene 

D is selected from alkylene, especially Ci-C!^^^^*^ substituted 
once or twice by alkyl, especially Cl -C 6 -alkyl, hydroxy, or alkoxy, especially 
Ci-C6-alkoxy, 
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alkenyltibe with at least two C-atoms, especially C2-C]o-alkenylene, which is 
optionally\ubstituted once or twice by alkyl, especially Ci-Cg-alkyl, hydroxy, 
or alkoxy, e^toecially Ci-C6-alkoxy, wherein the double bond can also be to 
ring E, \ 

alkinylene with atleast three C-atoms, especially C3-Cio-alkinylene, optionally 
substituted once or tWice by alkyl, especially C]-C6-alkyl, hydroxy or alkoxy, 
especially Cj-Cs-alko^y, and 

alkylene, especially Ci-CjValkylene, alkenylene with at least two C-atoms, 
especially C2-C]o-alkenylenfe or alkinylene with at least three C-atoms, 
especially C3-Cio-alkinylene, Whereby one to three methylene units are each 
isosterically replaced by O, S, NR^, CO, SO or S0 2 wherein 

R9 is selected from hydrogen, alkyl, especially C]-C6-alkyl, alkenyl, especially C3- 
C6-alkenyl, alkinyl, especially Cs-Cg-dkinyl, acyl, especially Ci-Cg-acyl or 
alkylsulfonyl, especially Ci-C6-alkylsulf)myl,has the same meaning as 

E is selected from \ 




(El) 
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wherein the heterocyclic ring can also optionally have a double bond and 
n and 

p can be, independently of one pother 0, 1 , 2 or 3 , with the proviso that n + p < 4 
and 

q is 2 or 3, 




RlO is hydrogen, alkyl, especially Ci-Cs-alkyl, hydroxy, hydroxymethyl, carboxy or 
alkoxycarbonyl with at least two C-atomV especially C2-C7-alkoxycarbonyl and 

r11 is hydrogen, alkyl, especially Ci-C6-alkyl orC^r an oxo group adjacent to the 
nitrogen atom, wherein 



RlO and R 1 * optionally together, form an alkylene^ 
atoms, especially a Ci-C3-alkylene bridge 

system, 

G is selected from hydrogen, 

Gl, G2, G3, G4 and G5, wherein 



with 1,2, 3, 4 or 5 C- 
ition of a bicyclic ring 
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— (CH 2 )V-(CR 13 R 14 ) S -R 12 



(Gl) 



wherein 

r is an integer from 1 to 3 o^O and 
s isOorl, 

R 12 is selected from hydrogen, alkylXspecially Cj-Ce-alkyl, alkenyl with at least 
three C-atoms, especially C 3 -C 6 -a\enyl, alkinyl with at least three C-atoms, 
especially C 3 -C 6 -alkinyl, cycloalkyl\/ith at least three C-atoms, especially C 3 - 
Cg-cycloalkyl, 

saturated, five to seven membered heteroses, which can contain one or two 
hetero-atoms from the group N and/or S and/or O, 



benzyl or phenyl, 

monocyclic aromatic five or six-membered heteroses, which can contain one 
to three hetero-atoms from the group N and/or S and/or O arid are either bound 
directly or over a methylene group, 




anellated bi- and tricyclic aromatic or partially hy^^^ocyclic ring 
systems with 8 to 16 ring atoms and at least one aromatic^-wherein the 
linkage can occur either over an aromatic or a hydrated ring\and either directly 
or over a methylene group, 
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anellated bi- arid tricyclic aromatic or partially hydrated heterocyclic ring 
systems with 8 tml6 ring atoms and at least one aromatic ring, wherein one to 
three ring atoms can be selected from N and/or S and/or O and the linkage can 
occur either over an Vromatic or a hydrated ring and either directly or over a 
methylene group, \ 

Rl3 has the same meaning as R 12 , but is selected independently thereof, 

Rl4 is selected from hydrogen, hydroxy, methyl, benzyl, phenyl, 

monocyclic aromatic five- or sixVnembered heterocycles, which can contain 
one to three hetero-atoms selectedVrom the group N and/or S and/or O and are 
either bound directly or over a methylene group, 

anellated bi- and tricyclic aromatic or partially hydrated carbocyclic ring 
systems with 8 to 16 ring atoms and at least one aromatic ring, wherein the 
linkage can occur either over an aromatic ot a hydrated ring and either directly 
or over a methylene group, \ 

anellated bi- and tricyclic aromatic or partially hVdrated heterocyclic ring 
systems with 8 to 1 6 ring atoms and at least one aromatic ring, wherein one to 
three ring atoms can be selected from N and/or S artd/or O and the linkage can 
occur either over an aromatic or a hydrated ring and either directly or over a 
methylene group, \\\ \ 



G2 is the residue 



— C— (CH 2 )— (CR 13 R 14 )— R 12 



or 
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-cY(CH 2 y- nr12r14 
o 



(G2b) 



wherein 
grouping 



in the substitutes R* 2 and R* 4 can have the above meaning or the 



-NR 12 R 14 



can also be a nitrogen 



heterocyc\ bound over the nitrogen atom, selected from 



saturated or unsaturated monocycHcW to eight-membered heterocycles, 
which, aside from the essential nitrog^natom, can optionally contain one or two 
further hetero-atoms selected from the g\oup N and/or S and/or O, or 

saturated or unsaturated hi- or tricyclic, anekted or bridged heterocycles with 8 
to 16 ring atoms, which, aside from the essenW nitrogen atom, can optionally 
contain one or two further hetero-atoms selecte\from the group N and/or S 

and/or O, 

G3 is the residue 



— S0 2 — (CH 2 ) r R 



12 



(G3) 



and 



G4 is the residue 
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(G4) 



whereii 



Ar 1 and Ar 2 are\elected independently from one another from phenyl, pyridyl or 
naphthyl and 



G5 is the residue 



— COI 



,15 



(G5) 



wherein 



RlS is selected from trifluoromethyl, alkoxy, especially Ci-Cg-alkoxy, alkenyloxy, 
especially Cs-Cg-alkenyloxy, or bei^zyloxy, 



wherein any aryl residues and/or aromatic ring systems in the substituents R 1 , R 2 , R 4 , 
R 12 r13 r14 ? r15 Ar 1 and Ar 2 and/or in the fing system -NR 12 R 14 can be 
substituted independently from each other by one toihree of the same or different 
residues which are selected from halogen, cyano, alkyk especially Ci-Cg-alkyl, 
trifluoromethyl, cycloalkyl, especially Cs-Cg-cycloalkyl^nhenyl, benzyl, hydroxy, 
alkoxy, especially Cj-Cs-alkoxy, alkoxy, substituted entirely or partially by fluorine, 
substituted alkoxy especially Cj-Cg-alkoxy, benzyloxy, pfte^qxy, mercapto, alkylthio, 
especially Cj-Cg-alkylthio, carboxy, alkoxycarbonyl, esp^r^^G^-Cg- 
alkoxycarbonyl, benzyloxycarbonyl, nitro, amino, monoalkyl£anin5^specially mono- 
Ci-Cg-alkylamino, dialkylamino, especially di-(Ci-C6-alkyl)-aminoWd 
methylenedioxy for two adjacent groups on the aromatic ring or ring system, 
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.wherein each of the residues alkyl, alkenyl, alkinyl, hydroxyalkyl, alkoxy, alkenyloxy, 
alkinyloxy/fclkanoyloxy, alkoxycarbonyl, alkoxycarbonyloxy, alkylthio, alkenylthio, 
alkinylthio, alkylene, acyl, alkylsulfonyl, alkenylene, alkinylene, cycloalkyl, cyc- 
loalkyloxy, alkoxycarbonyl, alkylaminocarbonyl or dialkylaminocarbonyl of the 

substituents R 1 to\R 13 can have 1 to 2 or 4, 6, 8, 10 or 12 C-atoms and/or 2 or 3 to 5, 
7,9, 11 or 13 and/ok 15 C-atoms or 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14 or 15 C-atoms 
depending on the structure, as well as 

stereoisomers and/or mixtures thereof and pharmacologically acceptable 
acid addition salts 



with the exception of (E)-3-(3-piridyi)-N-[2-(l-benzylpiperidin-4-yl)ethyl]-2- 
propenamide hydrochloride . 



Compound of formula (I) 




A — C- 



-N D 

I 

R 4 



(I) 



wherein 



Rl is a hydrogen, halogen, cyano, Ci-Cg-alkyl, C3-C6-alken$l, Cs-Cg-alkinyl, 
trifluoromethyl, C3-Cg-cycloalkyl, C ] -Cg-hydroxy alkyl, hydroxy, C\-C£- 
alkoxy, C3-Cg-alkenyloxy, C3-C6-alkinyloxy, benzyloxy, Ci^-alkanoyloxy, 
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C2-C7-alkoAycarbonyloxy, Ci-C6-alkylthio, C 3 -C6-alkenylthio, C3-C6- 
alkinylthio, cVcg-cycloalkyloxy, C3-C 8 -cycloalkylthio, C2-C7- 
alkoxycarbonylVninocarbonyl, C2-C7-alkylaminocarbonyl, C3-C13- 
dialMaminocarbdnyl, carboxy, phenyl, phenoxy, phenylthio, pyridyloxy, 
pyridylthio, or NR 5 R 6 , wherein 

R 5 and \ 

r6 are selected independentlVfrom each other from hydrogen, C]-C6-alkyl, C 3 - 
C6-alkenyl and C3-C6-alkmyl, 

r2 is hydrogen, halogen, cyano, cVC6-alkyl, trifluoromethyl, hydroxy, C\-Ce- 
alkoxy, benzyloxy or C 1 -C7-alkaWloxy, 

wherein R 1 and R 2 , in case they are kdjacent, optionally form a bridge which is 

selected from the bridge members \ 

-(CH 2 )4- and -(CH=CH) 2 - and -CH 2 0-W 7 R 8 -0-, wherein 

R 7 and \ 

R8 are, independently from each other, hydrogen W C 1 -Cg-alkyl, 

R3 is hydrogen, halogen, C 1 -C 6 -alkyl, trifluoromethyl or C ] -C 6 -hydroxyalkyl and 

R4 is hydrogen, C ] -C 6 -alkyl, C 3 -C 6 -alkenyl, C 3 -Q^%L C3-C 6 -cycloalkyl, 
hydroxy, Ci-C6-alkoxy or benzyloxy, \ 



k 



is 0 or 1, 
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A is C2-G6-alkenylene, which is optionally substituted once to three-fold by Ci - 
C3-alkylW drox y> c l' c 3 -alkoxy, fluorine, cyano or phenyl, 

C4-C6- alkadienylene, which is optionally substituted once or twice by C1-C3- 
alkyl, fluorine, cyano or phenyl 

l,3,5-hexatrienylene\which is optionally substituted by Ci-C3-alkyl, fluorine, 
cyano or phenyl 

ethinylene 

D is selected from C 1 -C \ Q-alkylV e, optionally substituted once or twice by C 1 - 
C6-alkyU hydroxy, or Ci-C6-alkWy, 

C2-Cio-alkenylene, which is optionally substituted once or twich by Ci-C 6 - 
alkyl, hydroxy, or Ci-C 6 -alkoxy, wherein the double bond can also be to ring E, 

C 3 -Cio-alkinylene, optionally substituted e*nce or twice by C]-C 6 -alkyl> 
hydroxy, or Ci-C6-alkoxy, and 

d-C^-alkylene, C 2 -Ci 0 -alkenylene or Cs-C^alkinylene, wherein one to 
three methylene units are each isosterically replace^by O, S, NR 9 , CO, SO or 
SO2, wherein 

r9 is selected from hydrogen, C \ -C 6 -alkyl, Ca-Ce-alken^^G^-alkinyl, C 1 -C 6 - 
acyl or Ci-C6-alkylsulfonyl, 



E is selected from 
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wherein the heterocyclic ring can optionally \ave a double bond and 
n and 

p can be, independently of each other, 0, 1, 2 or 3, wl^h the proviso that n + p < 4 
and 

q is 2 or 3, 

R*° is hydrogen, Cj-Cg-alkyl, hydroxy, hydroxymethyl, ci 
alkoxycarbonyl and 

rH hydrogen, Cj-Cg-alkyl or an oxo group adjacent to the nitrogen atom, wherein 



/ 
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Rl° and R 11 Noptionally together form a C]-C3-alkylene bridge under formation of a 
bi-cyclic\ing system, 

G is selected from hydrogen, 

Gl, G2, G3, G4\nd G5, wherein 



0 

m 

.p 

ru 
m 
4: 

a 

3 

0 
ru 

Mil 



Gl represents the residue 

— (CH 2 )— (CR\* 3 R 14 )— R 12 

X (Gl) 

wherein 



r is an integer from 1 to 3 or 0 an^ 
s is 0 or 1, 

Rl2 is selected from hydrogen, Ci-C6-alkyl\C3-C6-alkenyl, C3-C6-alkinyl, C3-C8- 
cycloalkyl, 

saturated, five- to seven-member ed heterocyclics, which can contain one or two 
hetero-atoms from the group N and/or S and/or\p, 

benzyl or phenyl, 



monocyclic aromatic five or six-membered heteKh^^^s, which can contain one 
to three hetero-atoms from the group N and/or S an^r^^nd are either bound 
directly or over a methylene group, 
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anellated bi- and tricyclic aromatic or partially hydrated carbocyclic ring 
systems Vith 8 to 16 ring atoms and at least one aromatic ring, wherein the 
linkage cak occur either over an aromatic or a hydrated ring and either directly 
or over a methylene group, 

anellated bi- andVicyclic aromatic or partially hydrated heterocyclic ring 
systems with 8 to lV ring atoms and at least one aromatic ring, wherein one to 
three ring atoms can Be selected from N and/or S and/or O and the linkage can 
occur either over an aromatic ring or a hydrated ring and either directly or over 
a methylene group, \ 

Rl3 has the same meaning as R 12 )but is selected independently thereof, 
Rl4 i s selected from hydrogen, hydroxys methyl, benzyl, phenyl, 

monocyclic aromatic five- or six-membered heterocycles, which can contain 
one to three hetero-atoms selected from the group N and/or S and/or O and are 
either bound directly or over a methylene group, 

anellated bi- and tricyclic aromatic or partiallyVydrated carbocyclic ring 
systems with 8 to 16 ring atoms and at least oneVomatic ring, wherein the 
linkage can occur either over an aromatic or a hydtated ring and either directly 
or over a methylene group, \ 

anellated bi- and tricyclic aromatic or partially hy^^^geterocyclic ring 
systems with 8 to 1 6 ring atoms and at least one aron^tf^^^, wherein one to 
three ring atoms can be selected from N and/or S and/oj OWid the linkage can 
occur either over an aromatic ring or a hydrated ring and either directly or over 
a methylene group, \ 



WO 97/48696 



_G2 is the residue 
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-C— (CH 2 )— (CR 13 R 14 )— R 12 

\ ii r ^> 



or 



-NR 12 R 14 



wherein the substituents Ri^Vnd R 14 can have the above meaning or the 
grouping 



-NR 12 R 14 




can also be a nitrogen heterocycle bounci over the nitrogen atom, selected from 

saturated or unsaturated monocyclic, four- to eight-membered heterocycles, 
which, aside from the essential nitrogen atorA can optionally contain one or two 
further hetero-atoms selected from the group N\and/or S and/or O, or 

saturated or unsaturated bi- or tricyclic, anellated or bridged heterocycles with 8 
to 16 ring atoms, which, aside from the essential nitrogen atom, can optionally 
contain one or two further hetero-atoms selected fj^q^the group N and/or S 
and/or O, 

G3 is the residue 
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1H 



-SO2— (CH 2 ) r R 



G4 is the residue 



wherein 

Ar 1 and Ar 2 are selected independently from one another from phenyl, pyridyl or 
naphthyl and 

G5 is the residue 




wherein 

Rl5 i s selected from trifluoromethyl, Ci-Cg-alk^y, C3-C6-alkenyloxy, or 
benzyloxy, and wherein 

aromatic ring systems in the substituents R 1 , R 2 , R 4 R*Y R 13 , R 14 , R 15 , Ar 1 and 
Ar 2 and/or in the ring system -NR 12 R 14 can be substituteiiindependently from each 
other by one to three of the same or different residues wfei^Ve selected from halogen, 
cyano, Ci-Ce-alkyl, trifluoromethyl, C3-C8-Cycloalkyl,^^^enzyl, hydroxy, C\- 
Cg-alkoxy, which can optionally be entirely or partially suh^ut£d-by fluorine, 
benzyloxy, phenoxy, mercapto, Ci-Cg-alkylthio, carboxy, Ci-C6-a»coxycarbonyl, 



PCT/EP97/03245 



1*2. 
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benzyloxycarbonyl, nitro, amino, mono-Ci-C6-alkylamino or di-(Ci-C6-alkyl)-amino 
and methylenedioxy for two adjacent groups on the aromatic ring or ring system, 

their stereoisomer\thereof and/or their mixtures thereof and pharmacologically 
acceptable 

acid addition salts 

with the exception of (E)-3-(\piridyl)-N-[2-(l-benzylpiperidin-4-yl)ethyl]-2- 
propenamide hydrochloride . 

3. Compounds according to claft n Tor 2, « characterized - m thaU he substituents R A , 
r2 r3 ? r4 ? r5 r6 R 7, R 8^ r 9 ? r 1\ R 13 ? R 14 R 15 as we ll as A and D 
indicated therein have the following meaning in connection with the given 
substitutions according to formula (I) 



wherein 




N 

I 

<°>k 



halogen is fluorine, chlorine, bromine or iodine, 

Ci-Cg-alkyl can be straight chain or branched and is preferaW 
propyl-, isopropyl-, butyl-, isobutyl-, sec-butyl-, tert-butyl-, cyclot 



iyl-, ethyl-, 
ethyl-, pentyl-, 
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isopentyl-, ^rt-pentyl-, neopentyl-, cyclopropylethyl-, cyclobutylmethyl- or a hexyl 
group, 

alkylene is for example methylene, ethylene, propylene, tetramethylene, 
pentamethylene, hex^methylene, heptamethylene, octamethylene, nonamethylene or 
decamethylene, 

C 3 -C6-alkenyl is straight chain or branched and is preferably an allyl-, 2-butenyl-, 3- 
butenyl-, 2-methyl-2-propenyl\ 2-pentenyl-, 4-pentenyl-, 2-methyl-2-butenyl-, 3- 
methyl-2-butenyl-, 2-hexenyl-, 5\iexenyl-, 4-methyl-3-pentenyl- or 2,2-dimethyl-3- 
butenyl group, 

alkenylene is for example ethenylene, Vopenylene, butenylene, pentenylene, 
hexenylene, hexathenylene, heptenylene\ctenylene, nonenylene or decenylene, 

C 3 -C6-alkinyl is straight chain or branched dnd is preferably a propargyl-, 2-butinyl-, 
3-butinyl-, 4-pentinyl-, 5-hexinyl- or 4-methyl-2\pentinyl group, 

aikinylene is for example propinylene, butinylene, ftentinylene, hexinylene, 
heptinylene, octinylene, noninylene or decinylene, 

C 3 -C8-cycloalkyl is preferably cyclopropyl, cyclobutyl, oyclopentyl, cyclohexyl, 
cycloheptyl or cyclooctyl, 

Cl-C6-hydroxyalkyl contains a hydroxyl group in one of the above-named C\-C^- 
alkyl residues, especially in the form of the hydroxymethyl^a^^droxyethyl group, 
wherein 



Ci-C6-alkoxy, C 3 -C 6 -alkenyloxy, C 3 -C6-alkinyloxy each contain, Vside from the 
oxygen atom, one of the Ci-C 6 -alkyK C 3 -C 6 -alkenyl- and/or C 3 -C 6 -alkinyl groups 
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named above and the methoxy-, ethoxy-, isopropoxy-, tert-butoxy-, allyloxy- and 
propargyloxysgroup are preferred and is to be understood as among Cj-Cg-alkoxy 

entirely or partially substituted with fluorine, for example difluormethoxy, 
trifluormethoxy on2,2,2-trifluorethoxy, 

Cj-Cg-alkylthio, C3-G*-aIkenyIthio, C3-C6-aIkinylthio each contain, aside from the 
sulfur atom, one of the CiXCg-alkyl-, C3-Cg-alkenyl- or C3-C6-alkinyl group named 
above, especially the methylthio-, ethylthio-, isopropylthio- and tert-butylthio group, 

C3-Cg-cycloaIkyloxy and Cs-CsVycloalkylthio are preferred as cyclopentyloxy- and 
cyclopentylthio- and/or cylohexyloxAand cyclohexylthio groups, 

Cj-C7-aIkanoyIoxy groups contain, asidk from the oxygen atom, an aliphatic acyl 

residue with 1 to 7 carbon atoms, especially the acetoxy-, propionyloxy- and 
pivaloyloxy group, \ 

C2-C7-aIkoxycarbonyl groups contain, aside fromvthe carbonyl group, one of the Cj- 
Cg-alkoxy groups mentioned above, especially the methoxycarbonyl-, ethoxy carbonyl-, 
isopropoxy carbonyl-, isobutoxycarbonyl-and tert-butoxybarbonyl group, 

C2-C7-alkoxycarbonyloxy groups contain, aside from the oucygen atom, one of the 

C2-C7-alkoxycarbonyl residues mentioned above, especially tire methoxycarbonyloxy-, 

ethoxycarbonyloxy-, isopropoxycarbonyloxy-, isobutoxycarbonylbxy-and tert- 
butoxycarbonyl group as well as the allyloxycarbonyloxy group, \ 

C2-C7-alkylaminocarbonyl and C3-Ci3-diaIkylaminocarbonvl ff^ups contain, 

beside the carbonyl group, an alkylamino- and/or dialkylamino res^ue^c^ose Cj-Cg- 

alkyl groups have the above meanings, wherein the dimethylaminoca)bonyl\ 
diethylaminocarbonyl- and the diisopropylaminocarbonyl groups are preferred, and 
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one of the following Ci-C6-alkylamino groups and/or di-(C]-C6-alIcyl)amino groups 

are to be understood under the amino groups of the formula NR^R^, aside from the 
unsubstituted artwno group, 

Ci-Cg-alkylamino oontains one of the Cj-Cg-alkyl groups mentioned above, 

especially in form of thV methylamino-, ethylamino-, propylamino-, isopropylamino-, 
butylamino- and the tert-outylamino group, 

di-(Ci-C6-aIkyl)amino carried two of the same or different of the above named 

C] -Cg-alkyl groups on the nitrogen atom, especially in form of the dimethylamino-, 

diethylamino-, dipropylamino-, diisqpropylamino-, isopropylmethylamino-, 
dibutylamino- or tert-butylmethylamino group, 

Cj-Cg-acyl is the residue of an aliphatic saturated or unsaturated, straight chain, 
branched or cyclic carboxylic acid, especiallwn form of the formyl-, acetyl-, propionyl 
, acryloyl-, butyryl-, isobutyryl-, methacryloyl-, (^yclopropylcarbonyl-, pentanoyl-, 
pivaloyl-, cyclobutylcarbonyl-, hexanoyl- and theNiimethylacryloyl group, 

Ci-C6-alkansulfonyI is preferably the methanesulfonyl-, ethanesulfonyl-, 
propanesulfonyl-, butanesulfonyl-, pentanesulfonyl- ano\the hexanesulfonyl group, 

saturated five- to seven-membered heterocycles with oneW two hetero-atoms are 
especially tetrahydrofuryl, tetrahydrothienyl, pyrrolidinyfc^^ahydropyranyl, 
Piperidinyl, hexahydroazepinyl, piperazinyl, hexahydrodiafc^iOTLor morpholinyl, 



monocyclic aromatic five- or six-membered heterocycles with onesto three hetero- 
atoms are especially furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazedyl, isothiazolyl 
imidazolyl, pyrazolyl, oxadiazolyl, thiadia^olyl, triazolyl, pyridyl, pyrazinyl, 
pyridazinyl, pyrimidinyl or triazinyl, 
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anellated bir and tricyclic aromatic or partially hydrated carbocyclc ring systems 
with 8 to 1 6 rmg atoms and at least one aromatic ring are preferably benzocyclobutyl, 
indanyl, indenyl\naphthyl, dihydronaphthyl, tetrahydronaphthyl, biphenylenyl, 
fluorenyl, anthryl, chhydroanthryl, phenanthryl, dihydrophenanthryl, 
dibenzocycloheptenyk dihydrodibenzocycloheptenyl, dihydrodibenzocyclooctenyl or 
tetrahydrodibenzocyclo\ctenyl, wherein their mono- or dioxo-derivates, for example, 
the residues of indanone, retralone, anthrone, anthraquinone, fluorenone, 
phenanthrone, dibenzocycloneptenone, dihydrodibenzocycloheptenone or 
tetrahydrodibenzocyclooctenonfe are also to be understood as partially hydrated 
carboxylic ring systems, \ 

anellated bi- and tricyclische aromatic or partially hydrated heterocyclic ring 
systems with 8 to 16 ring atoms and at le^ast one aromatic ring are among, for example, 
imidazothiazolyl, benzofuryl, dihydrobenzfefuryl, benzothienyl, dihydrobenzothienyl, 
indolyl, indolinyl, benzimidazolyl, indazolyl)\benzoxazolyl, benzisoxazolyl, benzo- 
thiazolyl, benzoisothiazolyl, benzofurazanyl, bWizothiadiazolyl, benzotriazolyl, 
oxazolopyridyl, thiazolopyridyl, isothiazolopyridV, imidazopyridyl, pyrazolopyridyl, 
thienopyrimidinyl, chromanyl, benzopyranyl, quinolyl, isoquinolyl, dihydroquinolyl, 
tetrahydroquinolyl, benzodioxanyl, quinoxalinyl, qumazolinyl, naphthyridinyl, 
carbazolyl, tetrahydrocarbazolyl, pyridoindolyl, acridiiwl, phenothiazinyl, 
dihydrodibenzoxepinyl, benzocycloheptathienyl, dihydrotiiienobenzothiepinyl, 
dihydrodibenzothiepinyl, octahydrodibenzothiepinyl, dihydrodibenzazepinyl, 
octahydrodibenzazepinyl, benzocycloheptapyridyl, dihyd^etpwidobenzodiazepinyl, 
dihydrodibenzoxazepinyl, dihydropyridobenzoxepinyl, oinWroj^idobenzoxazepinyl, 
dihydrodibenzothiazepinyl or dihydropyridobenzothiazepirtyr^ their mono- or 

dioxo-derivates and/or optionally their possible tautomeres are alscx to be understood as 
partially hydrated heterocyclic ring systems, for example, the residues of indolinone, 
isatin, benzoxazolone and/or their tautomeres hydroxybenzoxazol, of benzisoxazolone, 
benzothiazolone, benzoisothiazolone and benzimidazolone and/or their rautomeres, 
hydroxybenzisoxazol, hydroxybenzothiazol, hydroxybenzoisothiazol and \ 
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hydroxybenziWdazol, of indazolinone, of oxazolopyndinone, thiazolopyndmones, 
pyrazolopyridinones and imidazopyridinones and/or their tautomeres 
hydroxyoxazolopyW hydroxythiazolopyridines, hydroxypyrazolopyridines and 
hydroxyimidazopyndW the residues of chromanone, chromone, quinolinone, di- 
hydroqumolmone, tetraWarbazolone, acridone, of dihydrodibenzoxepinones, 
benzocycloheptathioph e n\es,dih y drothi e nobenz 0 thie P inon e s,dihydrodibenzo- 

thiepinones, dihydrodibenzoWnones, benzocycloheptapyndinones, dihydropyndo- 
benzoxazepinones, dihydrodib^othiazepinones and of dihydropyridobenzothiazepi- 

nones, \ 

saturated and unsaturated monocyV four- to eight-membered heterocycles are 

_ NR 12 R 14 as a grouping which, asideWm the essential nitrogen atom, can 
optionally contain one or two further heteroW selected from N and/or S and/or O, 
for example azetidine, pyrrolidine, piperidmeWetrahydropyndine, 
hexahydroazepine, (lH)tetrahydroazepine, octalUoazocine, pyraz olidine, piperazine, 
hexahydrodiazepine, morpholine, hexahydrooxazeWe, thiomorpholine or 
thiomorpholine- 1 , 1 -dioxide, \ 

saturated or unsaturated bi- or tricyclic, anellated orVidged heterocycles with 8 
to 16 ring atoms, represent -NR 12 R 14 as a grouping wh\h, aside from the essential 
nitrogen atom can optionally contain one or two further heterWoms, selected from N 
and/or S and/or O, for example 5-aza-bicyclo[2.1.1]hexane, 2-aW 
bicyclo[2.2.1]heptane, 7-aza-bicyclo[2.2.1]heptane, 2,5-diaza^yclo[2.2.1]heptane, 2- 
aza-bicyclop.^Joctane, 8-aza-bicyclo[3.2.1]octane, 2,5-d^b^o[2.2.2]octane, 
9-aza-bicyclo[3.3.1]nonane, indoline, isoindoline, (lH)-dih y arW«^^(lH)- 
tetrahydroquinoline, (2H)-tetrahydroisoquinoline, (lH)-tetrahyd N r^uj^^e, (4H)- 
dihydrobenzoxazme, (4H)-dihydrobenothiazine, (lH)-tetrahydrobenzo[a]azepine, 
(lH)-tetrahydrobenzo[c]azepine,(m)-tetrahydrobenzo[d]azepine 5 (5H)-t^ 

2o[ b]oxazepine,(5H)-tetrahydrobenzo^ 
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.b]indol, (lOHVdihydroacridine, 1,2,3,4-tetrahydroacridanone, (lOH)-phenoxazine, 
(1 OH)-phenoth\zine, (5H)-dibenzazepine, (5H)-dihydrodibenzazepine, (5H)- 
octahydrodibenzaVepine, (5H)-dihydrodibenzodiazepine, (HH)- 
dihydrodibenzo[b,eYxazepine, (1 lH)-dihydrodibenzo[b,e]thiazepine, (lOH)-dihydro- 
dibenzo[b,f]oxazepiA(10H)-dihydrodibenzo[b,flthiazepine or (5H)- 
tetrahydrodibenzazocink as well as optionally typical 



tautomeres in the case of substitution of the heterocycle as such or in an anellated ring 
system by free hydroxy-, mercapto- and/or amino groups, and 

stereoisomers such as, if applicabV cis/trans-isomers, endo/exo-isomers, optic isomers 
such as enantiomers, diastereomers &s pure isomers or mixtures and/or racemic 
mixtures as well as the pharmacologically acceptable acid addition salts with inorganic 
or organic acids, wherein the hydrochlorides, hydrobromides, hydroiodides, sulfates 
and phosphates, are preferred as addition s^ts with suitable inorganic acids and 
acetates, benzoates, 4-methoxybenzoate, 2-\ 4-hydroxybenzoate, 4-chlorobenzoate, 
ascorbate, salicylate, formiate, glutarate, tricar\allylate, citrates, fumarates, gluconates, 
malates, maleates, methanesulfonates, lactates, oxalates, succinates, tartrates and 
tosylates, for example p-tosylate are preferred as addition salts of organic acids. 

OioJ^W A u)VvfljfeVo 

4. Compounds according to efle^thtr ^laiiiib^Yliai - actcnzcd in that the 
substitutents labelled in formula (I) 




A — C 



-N D 

I 




(I) 



have the following meanings: 
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Rl is hydrogen, halogUcyano, C^Ce-alkyl, trifiuoromethyl, C 3 -C 8 -cycloalkyl, 
Ci-C 4 -hydroxyalky\hydroxy, Ci-C 4 -alkoxy, benzyloxy, Ci-C 4 -alkanoyloxy, 
Ci-C 4 -alkylthio, C2-Os-alkoxycarbonyl, aminocarbonyl, C3-C9- 
dialkylaminocarbonyl, ca\boxy, phenyl, phenoxy, pyridyloxy or NR 5 R 6 , 
wherein 

r5 and 

r6 are selected independently from Wi other from hydrogen and C 1 -C 6 -alkyl 5 

R2 is hydrogen, halogen, Ci -C 6 -alkyl, trifluoromethyl or hydroxy, wherein 

Rl and R 2 , in the case they are adjacent, opWmally form a bridge which are 

selected from the group of bridge member^ -(CH 2 )4- and -(CH=CH) 2 - and 

CH20-CR 7 R 8 -0-, wherein 
R 7 and 

r8 can be, independently from each other, hydrogenWd C 1 -C 6 -alkyl, 
r3 is selected from hydrogen, halogen and C 1 -Cgrialk 



R 4 1S selected from hydrogen, d-Ce-alkyI, C 3 -C 6 -alkeny\ hydroxy, Cj-Ce-alkoxy 
and benzyloxy, 



k isOorl, 
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wherein the heterocyclic ring can optionally have a double bond and 



n and p can be, independent of each other, 0, 1, 2 tir 3, with the proviso that n + p < 4, 



q is 2 or 3, 



Rl° is selected from hydrogen, Ci»C3-alkyl, h} 
C2-C7~alkoxycarbonyl and 



roxymethyl, carboxy or 



r11 is selected from hydrogen or an oxo group adjacent to tire nitrogen atom, 



G is selected from hydrogen, 
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Gl, G2, G3\G4 and GS, wherein 



Gl represents the residue 
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-(CHz^CR^R 14 )— R 12 



(Gl) 



0 

ru 
4: 
ru 

in 
4;: 

Q 
fij 

HI 



wherein 



is 0, 1 or 2 and 



s isOorl, 

Rl2 is selected from hydrogen, Ci-C 6 -Vyl, C 3 -C 6 -alkenyl, C 3 -C 6 -alkinyl, C 3 -C 8 - 
cycloalkyl, 

benzyl, phenyl, 

monocyclic aromatic five- or six-memberedNheterocycles, which contain one to 
three hetero-atoms from the group N and/or S\and/or O and are either bound 
directly or over a methylene group, 

anellated bi- and tricyclic aromatic or partially hydftated carbocyclic ring 
systems with 8 to 16 ring atoms and at least one arornatic ring, whereby the 
bond can occur either over an aromatic or a hy^ra^d^ng and either directly or 
over a methylene group, 

anellated bi- and tricyclic aromatic or partially hydratetf heterocyclic ring 
systems with 8 to 16 ring atoms and at least one aromatic ririg, wherein one to 
three ring atoms can be selected from the groups N and/or S and/or O and the 
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A is C2-cValkenylene, which is optionally substituted one to thf ee-fold by C i - 
C3-alkyl, Hydroxy, fluorine, cyano, or phenyl, or 

is C 4 -C6-alkad\enylene, which is optionally substituted once or twice by C\- 
C3-alkyl, fluorine\cyano, or phenyl, or 

1,3,5-hexatrienylene, yhich is optionally substituted by Ci-C 3 -alkyl, fluorine, 
or cyano, as well as 

ethinylene, 



D is selected from C ] -C 1 0 -alkylene Vhich is optionally substituted once or twice 
by Ci-C3-alkyl or hydroxy, as well a^ 

C 2 -Cio-alkenylene, optionally substituted once or twice by Ci-C 3 -alkyl or 
hydroxy, wherein the double bond can also, be to ring E or 

C 3 -Cio-alkinylene, which is optionally substituted once or twice by C1-C3- 
alkyl or hydroxy, as well as 

d-C^-alkylene, C2-C 10 -alkenylene or C 3 -C^^kmylene, in which one to 
three methylene units are isosterically replaced bX^S^R 9 , CO, SO or S0 2 , 
wherein 



R9 is hydrogen, C^-alky!, Ci-C 6 -acyl or methanesulfony 
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bond can occur either over an aromatic or a hydrated ring and either directly or 
over a methylene^ group, 

Rl3 has the same meaning as R 12 , but is selected independently thereof, 

Rl4 is selected from hydrogen, hydroxy, methyl, benzyl or phenyl, 



O 
ry 

4= 
FU 

m 

Q 

5 

c:;i 
ry 

CP 



monocyclic aromatic five- or six-membered heterocycles, which can contain 
one to three hetero-atoms selected from the group N and/or S and/or O and are 
bound either directly or over a methylene group, 

anellated bi- and tricyclic aromatic\pr partially hydrated carbocyclic ring 
systems with 8 to 16 ring atoms andVt least einem aromatic ring, wherein the 
bond can occur either over an aromati\or a hydrated ring and either directly or 
over a methylene group, 

anellated bi- and tricyclic aromatic or partially hydrated heterocyclic ring 
systems with 8 to 16 ring atoms and at least o\ie aromatic ring, wherein one to 
three ring atoms can be selected from the grouAN and/or S and/or O and the 
bond can occur either over an aromatic or a hydrated ring and either directly or 
over a methylene group, 



G2 is selected from the residues 



and 



— C-(CH 2 )— (CR 13 R 14 )-R 12 



— C— (CH 2 )— NR R 
II r 
O 



KG2b), 
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wherein the subst^tuents and R*4 can have the above meaning, or the 
grouping 



NR 12 R' 



0 
ru 

f!i 
ill 
,i: 
a 

a 

u 
fy 

S3 



can also be a nitrogen hetekocycle bound over the nitrogen atom, selected from 

saturated or unsaturated monocyclic, four- to eight-membered heterocycles, 
which, aside from the essential mtrogen atom, can optionally contain one or two 
further hetero-atoms selected from N and/or S and/or O, or 

saturated or unsaturated bi- or tricyclic, anellated or bridged heterocycles with 8 
to 16 ring atoms, which, aside from theVessential nitrogen atom, can optionally 
contain one or two further hetero-atoms selected from N and/or S and/or O, 

G3 is the residue 



— S0 2 — (CH 2 ) r R 



(G3), 



G4 is the residue 



wherein 



(G4), 



and 
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1*5 



Ar^ are selected independently of each other from phenyl, pyridyl or naphthyl, 



G5 is the residue 



— COR 



15 



(G5) 



wherein 



i s trifluoromethyl, Ci-C6-alKoxy, C3-Cg-alkenyloxy or benzyloxy and 

aromatic ring systems in which tfie substituents R*, R 2 , r4 ? r12 ? r13 ? r14 ? 
R*5 ? Ar* and Ar 2 and/or in the ring system -NR 12 R 14 can carry 
independently of each other one to tkree of the same or different substituents 
from the series halogen, cyano, Ci-C^ralkyl, trifluoromethyl, C3-Cg-cycloalkyl, 

phenyl, benzyl, hydroxy, C]-C5-alkoxy\which is optionally entirely or partially 
substituted by fluorine, benzyloxy, phenoxy, mercapto, C]-C5-alkylthio, 
carboxy, Ci-Cg-alkoxycarbonyl, benzyloxycarbonyl, nitro, amino, mono-Cj- 
C6-alkylamino, di-(Ci-C6-alkyl)-amino, wherein two adjacent groups on the 
aromatic ring or ring system can form an additronal ring over a methylenedioxy 



bridge. 



oithe g 1 — l_ — * 



5. Compounds according to cme-of the ek iiuis 1-4, ih a^ aotorizod in that - the 
substiutents labelled in formula (I) 



-N — 

I 



N 

I 

(O)k 



WO 97/48696 



186 

(I) 



PCT/EP97/03245 



have the following meanings: 



Rl is hydrogen, halogen, cyano, methyl, trifluoromethyl, hydroxy, C i -C4-alkoxy, 
ethylthio, meihoxycarbonyl, tert-butoxycarbonyl, aminocarbonyl, carboxy, and 



phenoxy, 



r2 is hydrogen, halogen, trifluoromethyl or hydroxy, 



r3 is hydrogen or halogen^ 



r4 is selected from hydrogen, \i -C3-alkyl, hydroxy and C i -C3-alkoxy, 



k is 0 or 1, 

A is C 2 -C6-alkenylene, which is optionally substituted once or twice by C i -C3 - 
alkyl, hydroxy or fluorine, 

C4-C6-alkadienylene, which is optionally\ubstituted by is C\-C 3 -alkyl or by 1 
or 2 fluorine atoms, 

1,3,5-hexatrienylene, which is optionally sub^Hi^ed by fluorine, or 

C2-C6-alkylene, wherein a methylene unit can be^s^rtcally replaced by O, S, 
CO or SO2, and the isosteric substitute, with the exception of =CO cannot be 
adjacent to the amide group and, 
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D is C r c\alkylene, which is optionally substituted once twice by methyl or 
hydroxy, 

C 2 -C 8 -alkenyW, which is optionally substituted once or twice by methyl or 
hydroxy, whereiV the double bond can also be to ring E, 

C 3 -C 8 -alkinylene, Which is optionally substituted once or twice by methyl or 
hydroxy, as well as 

Ci-Cg-alkylene, C 2 -C 8 -al\enylene or C 3 -C 8 -alkinylene, in which one to three 
methylene units are isostericaty replaced by O, S, NH, N(CH 3 ), N(COCH 3 ), 
N(S0 2 CH 3 ), CO, SO or S0 2 , 

E is 
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(E2) 



wherein f^e heterocyclic ring can optionally have a double bond and 
n and 

p can be, independent of each other, 0, 1 , 2 or 3, with the proviso that n + p < 3, 
q is 2 or 3, 

RlO i s selected from hydrogen, Cj-C3-alkyl, hydroxy, hydroxymethyl and 

Rll is selected from hydrogen ov^n oxo group which is adjacent to the nitrogen 
atom, 

G is hydrogen or 

Gl, G2, G3, G4 and G5, wherein 

Gl represents the residue 

(CH 2 )— (CR 13 R 14 )— R 12 



wherein 



r is 0, 1 or 2 and 



s is 0 or 1, 



Rl2 is selected from hydrogen, Cj-Cg-alkyl, C3-( 



/\ 9 benzyl or phenyl, 



benzocyclobutyl, indanyl, indenyl, oxoindanyl, naphthyi, dthydronaphthyl, 
tetrahydronaphthyl, oxotetrahydronaphthyl, biphenylenyl, flUprenyl, 
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oxofLrenyl, anthryl, dihydroanthryl, oxodihydroanthryl, dioxodihydroanthryl, 
phenanthryl, dihydrophenanthryl, oxodihydrophenanthryl, 
dibenzo^cloheptenyl,oxodibenzocycloheptenyl, dihydrodibenzocycloheptenyl, 
oxodihydrddibenzocycloheptenyl, dihydrodibenzocyclooctenyl, tetra- 
hydrodibenzdcyclooctenyl and oxotetrahydrodibenzocyclooctenyl bound 
directly or overa methylene group, 

furyl, thienyl, pyrroWl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyrazolyl, 
imidazolyl, oxadiazok thiadiazolyl, triazolyl, pyridyl, pyrazinyl, pyridazinyl, 
pyrimidinyl, triazinyl, irmdazothiazolyl, benzofuryl, dihydrobenzofuryl, 
benzothienyl, dihydrobenxothienyl, indolyl, indolinyl, oxoindolinyl, 
dioxoindolinyl, benzoxazolyl, oxobenzoxazolinyl, benzisoxazolyl, 
oxobenzisoxazolinyl, benzotkiazolyl, oxobenzthiazolinyl, benzoisothiazolyl, 
oxobenzoisothiazolinyl, benzimidazolyl, oxobenzimidazolinyl, indazolyl, 
oxoindazolinyl, benzofurazanyl\enzothiadiazolyl, benzotriazolyl, 
oxazolopyridyl, oxodihydrooxazolWridyl, thiazolopyridyl, 
oxodihydrothiazolopyridyl, isothiazdtopyridyl, imidazopyridyl, 
oxodihydroimidazopyridyl, pyrazolopVidyl, oxodihydropyrazolopyridyl, 
thienopyrimidinyl, chromanyl, chromanWyl, benzopyranyl, chromonyl, 
quinolyl, isoquinolyl, dihydroquinolyl, oxbdihydroquinolinyl, 
tetrahydroquinolyl, oxotetrahydroquinolinyV benzodioxanyl, quinoxalinyl, 
quinazolinyl, naphthyridinyl, carbazolyl, tetrkydrocarbazolyl, 
oxotetrahydrocarbazolyl, pyridoindolyl, acridiiWl, oxodihydroacridinyl, 
phenothiazinyl, dihydrodibenzoxepinyl, oxodihyMrodibenzoxepinyl, 
benzocycloheptathienyl, oxobenzocycloheptathierWl, dihydrothienobenzo- 
thiepinyl, oxodihydrothienobenzothiepinyl dihydrodibenzothiepinyl, 
oxodihydrodibenzothiepinyl, octahydrodibenzothiepit 

dihydrodibenzazepinyl, oxodihydrodibenzazepir^^^iydrodibenzazepinyl, 
benzocycloheptapyridyl, oxobenzocycloheptapyridM^Wropyrido- 
benzodiazepinyl, dihydrodibenzoxazepinyl, dihydropyrjSbWzoxepinyl, 
dihydropyridobenzoxazepinyl, oxodihydropyridobenzoxazepinyl, 
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dihydrodibenzothiazepinyl, oxodihydrodibenzothiazepinyl, 
dinydropyridobenzothiazepinyl, oxodihydropyridobenzothiazepinyl, bound 
directly or over a methylene group, 

R 13 has theVame meaning as R*^ but is selected independently therefrom, 

R*4 i s selected ?rom hydrogen, hydroxy, methyl, benzyl or phenyl, 

indanyl, inden^L naphthyl, dihydronaphthyl, tetrahydronaphthyl, furyl, thienyl, 
pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyrazolyl, imidazolyl, 
oxadiazolyl, thiadilazolyl, triazolyl, pyridyl, pyrazinyl, pyridazinyl, pyrimidinyl, 
triazinyl, benzofuiyl\benzothienyl, indolyl, indolinyl, benzoxazolyl, 
benzothiazolyl, benzimidazolyl, chromanyl, quinolyl or tetrahydroquinolyl 
bound directly or over a\nethylene group, 

G2 is selected from the residue^ 

— C— (CH 2 )— (CR 1 V 4 )— R 12 



(G2a) 



and 



-C— (CH 2 )— NR 12 R 14 



(G2b) 



wherein the substituents and c« 
represents the grouping 



hi 



e above meanings, or 
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each over the nitrogen-bound ring atom of azetidine, pyrrolidine, piperidine, 
(lH)tetrahydropyridine, hexahydroazepine, (lH)tetrahydroazepine, 
octahydnLocine, pyrrolidine, piperazine, hexyhydrodiazepine, morpholine, 
hexahydrooWepine, thiomorpholine, thiomorpholine- 1,1 -dioxide, 5-aza-bi- 
cyclo[2.1.1]h\ane, 2-aza-b,cyclo[2.2.1]heptane, 7-aza-bicyclo[2.2.1]heptane, 
2,5-diaza-bicyc\[2.2.1]heptane, 2-aza-bicyclo[2.2.2]octane, 8-aza-bicyc- 
lo[3.2.1]octane, A-diazabicyclo[2.2.2]octane, 9-azabicyclo[3.3.1]nonane, 
indohne, isoindolink (lH)-dihydroquinoline, (lH)-tetrahydroquinoline, (2H)- 
tetrahydroisoquinolinVlH)-tetrahydroquinoxaline,(4H)-dihydrobenzox^ 
(4H)-dihydrobenzothiaLe, (lH)-tetrahydrobenzo[b]azepine, (lH)-tetrahydro- 
benzo[c]azepine, (lH)-teu\ahydrobenzo[d]azepine, (5H)- 
tetrahydrobenzo[b]oxazepinV (5H)-tetrahydrobenzo[b]thiazepine, 1,2,3,4- 
tetrahydro-9H-pyrido[3,4-b]i^ole,(10H)-dihydroacridine,l,2,3,4-tetrahydro- 

acridanone, (10H)-phenoxazinX(10H)-phenothiazine, (5H)-dibenzazepine, 
(5H)-dihydrodibenzazepine, (5H)V)ctahydrodibenzazepine, (5H)- 
dihydrodibenzodiazepine, (1 lH)-du\vdrodibenzo[b,e]oxazepine, (1 lH)-dihydro- 
dibenzotb^lthiazepine, (10H)-dihydrodibenzo[b,f]oxazepine, (10H)- 
dihydrodibenzo[b,f]thiazepine or (SH^trahydrodibenzazocine, 

G3 is the residue 



— S0 2 — (CH 2 ) r R 



12 



(G3), 



G4 is the residue 



\ ^Ar 
0*\ 



1 

Ar2 



(G4), 



wherein 
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Ar 1 ancT 

,2 are selkcted independently of each other from phenyl, pyridyl or naphthyl, 



Ar 



G5 is the residv 



-COR 



15 



(G5) 



wherein 



R 15 i s trifluoromethyl, C^cW, C 3 -C 6 -alkenyloxy or benzyloxy and 

aromatic ring systems in whic\the substituents can be substituted 
independently of each other by o\e to three of the same or different substituents 
from the senes halogen, cyano, C^Cg-aUcyL trifluoromethyl, C 3 -C 8 - 
Cycloalkyl, phenyl, benzyl, hydroxy, Vc 6 -alkoxy, d-Ce-alkoxy, which can 
be entirely or partially substituted by flu\nne, can carry benzyloxy, phenoxy, 
mercapto, C^Ce-alkylthio, carboxy, d-CValkoxycarbonyl, 
benzyloxycarbonyl, nitro, amino, mono-Cr^-alkylamino, dHCi-C 6 -alkyl)- 
amino, wherein two adjacent groups in the^r ring system can form an 
additional ring over a methylenedioxy bridg. 

6 . Compounds according to J^ke^***^^ the 
substituents labelled in formula (I) 
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.A — C- 



-N — 



D E G 



(0)\ 



(I) 



have the followingsrneaning: 

Rl is hydrogen, harbgen, cyano, methyl, trifluoromethyl, hydroxy, methoxy or 
methoxycarbonyO 

R 2 is hydrogen or halogen\ 
R 3 is hydrogen, 

R 4 is selected from hydrogen, Ci-C^-alkyl or hydroxy, 
k is 0 or 1, 

A is C2-C6-alkenylene, which is optionally substituted once or twice by hydroxy 
or fluorine, or 

is C/^Cg-alkadienylene, which is optionally subs^tuted by one or two fluorine 
atoms, or 

is 1,3,5-hexatrienylene 



D is C2-Cg-alkylene, which is optionally substituted by methylW hydroxy 
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C2-Cg\alkenylene, which is optionally substituted by methyl or hydroxy, 
wherein the double bond can also be to ring E, or 

C2-Cg-alkyleXe, C2-Cg-alkenylene, wherein one to three methylene units are 
isosterically replaced by O, NH, N(CH 3 ), N(COCH3X N(S0 2 CH 3 ) or CO, 

E is selected from the residues 




(El) 



or 




wherein the heterocyclic ring can optionally have 



(E2), 



ond and 



n and p can be, independent of each other, 0, 1, 2 or 3, with the pi^viso that n + p < 3 
and 
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a 

ru 
4: 
ru 
in 

4: 

a 



q is 2 

Rl® is hydrogen, methyl or hydroxyl and 

R.11 is hydrogen opan oxo group adjacent to the nitrogen atom, 

G is selected from hydrogen, C3~C8-cycloalkyl, methoxycarbonyl, tert- 

butoxycarbonyl, benzy^oxycarbonyl, trifluoracetyl, diphenylphosphinoyl or the 
residues 



-(CH 2 )— (&R 13 R 14 )— R 12 



and 



and 



and 




— C— (CH 2 )— (CR 13 R 14 )VR 12 



-C— (CH 2 )— NR 12 R 14 



— S0 2 — (CH 2 ) r R 



wherein 
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r is uvto 2 and 
s is 0 or l\ 

Rl2 is hydrogen, inethyl, benzyl or phenyl, 

indanyl, indenyl, dxoindanyl, naphthyl, dihydronaphthyl, tetrahydronaphthyl, 
oxotetrahydronaphthyl, fluorineenyl, oxofluorenyl, anthryl, dihydroanthryl, 
oxodihydroanthryl, dioxodihydroanthryl, dibenzocycloheptenyl, oxodibenzo- 
cycloheptenyl, dihydrodioenzocycloheptenyl, oxodihydrodibenzocycloheptenyl 
bound directly or over a methylene group, 

furyl, thienyl, pyrrolyl, oxazolyl,\soxazolyl, thiazolyl, isothiazolyl, pyrazolyl, 
imidazolyl, oxadiazolyl, thiadiazolyV triazolyl, pyridyl, pyrazinyl, pyridazinyl, 
pyrimidinyl, imidazothiazolyl, benzofHryl, dihydrobenzofuryl, benzothienyl, 
dihydrobenzothienyl, indolyl, indolinyl,\xoindolinyl, dioxoindolinyl, 
benzoxazolyl, oxobenzoxazolinyl, benzisoxazolyl, oxobenzisoxazolinyl, 
benzothiazolyl, oxobenzthiazolinyl, benzoistfhiazolyl, oxobenzoisothiazolinyl, 
benzimidazolyl, oxobenzimidazolinyl, benzofuWanyl, benzothiadiazolyl, 
benzotriazolyl, oxazolopyridyl, oxodihydrooxazolopyridyl, thiazolopyridyl, 
oxodihydrothiazolopyridyl, isothiazolopyridyl, in^zopyridyl, oxodihydro- 
imidazopyridyl, pyrazolopyridyl, thienopyrimidinj^^^anyl, chromanonyl, 
benzopyranyl, chromonyl, quinolyl, isoquinolyl, dihya^ai^^lyl, 
oxodihydroquinolinyl, tetrahydroquinolyl, oxotetrahydroqNiinohnyl, 
benzodioxanyl, quinoxalinyl, quinazolinyl, naphthyridinyl, Wbazolyl, 
tetrahydrocarbazolyl, oxotetrahydrocarbazolyl, pyridoindolylWidinyl, 
oxodihydroacridinyl, phenothiazinyl, dihydrodibenzoxepinyl, benzocyclohepta- 
thienyl, oxobenzocycloheptathienyl, dihydrothienobenzothiepinyV oxodihydro- 
thienobenzothiepinyl dihydrodibenzothiepinyl, oxodihydrodibenzo\hiepinyl, 
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dihydrodibehzazepinyl, oxodihydrodibenzazepinyl, octahydrodibenzazepinyl, 
benzocycloheptapyridyl, oxobenzocycloheptapyridyl, 
dihydropyridobetazoxepinyl, dihydrodibenzothiazepinyl, 
oxodihydrodibenzfothiazepinyl bound directly or over a methylene group, 

r13 is hydrogen, methyl, benzyl or phenyl, 



□ 

ru 

jp 

ru 
in 

J;: 

o 

a 
ry 
u 

m 
■41 



Rl4 is selected from hydrogen, tiydroxy, methyl, benzyl, phenyl, 

naphthyl, furyl, thienyl, oxazolyl, thiazolyl, pyrazolyl, imidazolyl, oxadiazolyl, 
thiadiazolyl, pyridyl, benzofuryl, henzothienyl, indolyl, indolinyl, benzoxazolyl, 
benzothiazolyl, benzimidazolyl, chrWanyl, quinolyl or tetrahydroquinolyl, 
bound directly or over a methylene grVip, wherein in formula (I) 



-C— (CH 2 )— NR 12 R 14 



r2b) 



— NR 12 R 14 can also be selected from pyrrolidirk, piperidine, 
(lH)tetrahydropyridine, hexahydroazepine, Octahydroazocine, piperazine, hexa- 
hydrodiazepine, morpholine, hexahydrooxazepine, 2Jazabicyclo[2.2.1]heptane, 
7-azabicyclo[2.2.1]heptane, 2,5-diazabicyclo[2.2.1]heptane, 8- 
azabicyclo[3.2.1]octane, 2,5-diazabicyclo[2.2.2]octane, Vdoline, isoindoline, 
(1 H)-dihydroquinoline, (1 H)-tetrahydroquinoline, (24|Vtet^ahydroisoquinoline, 
(1 H)-tetrahydroquinoxaline, (4H)-dihydrobenzoxazW>> 
dihydrobenzothiazine, (1 H)-tetrahydrobenzo[b]azepinXt\^^ trah y droDen_ 
zo[d]azepine, (5H)-tetrahydrobenzo[b]oxazepine, (5H)- y . ^ 
tetrahydrobenzo[b]thiazepine, l,2,3,4-tetrahydro-9H-pyrido[3,4^]indol, (10H)- 
dihydroacridine, 1 ,2,3,4-tetrahydroacridanone, (5H)-dihydrodibenVazepine, 
(5H)-dihydrodibenzodiazepine, (llH)-dihydrodibenzo[b,e]oxazepihe, (1 1H)- 



WO 97/48696 



PCT/EP97/03245 



199 



dihydrodibWo[b,e]thiazepine, (10H)-dihydrodibenzo[b,f|oxaze-pine or (5H)- 
tetrahydrodib\nzazocine. 

7 Compounds according to ene^k^claims^--^^^ in that the 

substituents labelled in thetormula (I) 




A— C- 



-N- 

I 



(I) 



have the following meanings: 

Rl is hydrogen, fluorine, chlorine, bromine, m^hyl, trifluoromethyl or hydroxy, 

R 2 and 

R 3 are hydrogen, 

R 4 is hydrogen or hydroxy, 
k isOorl, 

A is C2-C4-alkylene, which is optionally substituted by\f^W* 



D 



is selected from C 2 -C 6 -alkylene, C 2 -C 6 -alkenylene, wherein trouble bond 
also be to ring E, and C 2 -C 6 -alkylene and C 2 -C 6 -alkenyleneWherein a 
thylene unit is isosterically replaced by O, NH, N(CH 3 ) or CO oV an ethylene 



can 
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group is isosterically replaced by NH-CO and/or CO-NH or a propylene group 
can be isostekically replaced by NH-COO and/or O-CO-NH, 



E is selected from Wrrolidine, piperidine, 1,2,5,6-tetrahydropyridine, 

hexahydroazepine^orpholine and hexahydro-l^-oxazepine, wherein the 
heterocyclic ring optionally adjacent to the nitrogen atom can be substituted by 
an oxo group, 

G is selected from hydrogen,\ert-butoxycarbonyl, diphenylphosphinoyl, or one of 
the residues 



and 



and 



-<CH 2 )— (C1R 13 R 14 )— R 12 



— C— (CH 2 )— (CR 13 R\)— R 12 



C— (CH 2 )— NR 12 R 14 
ii x 



(Gl) 



(G2a) 



(G2b) 



and 



wherein 



S0 2 — (CH 2 ) r R 



(G3) 
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r 



is 0 or\l and 



s 



is 0 or 1, 



Rl2 i s hydrogen, methyl, benzyl or phenyl, 

indenyl, oxoindanyl\aphthyl, tetrahydronaphthyl, fluorenyl, oxofluorenyl, 
anthryl, dihydroanthiylVxodihydroanthryl, dioxodihydroanthryl, 
dibenzocycloheptenyl, dilWdrodibenzocycIoheptenyl bound directly or over a 
methylene group, \ 

furyl, thienyl, oxazolyl, thiazolyKimidazolyl, oxadiazolyl, thiadiazolyl, pyridyl, 
pyrazinyl, pyrimidinyl, imidazothiazolyl, benzofuryl, benzothienyl, indolyl, 
oxoindolinyl, dioxoindolinyl, benzo^zolyl, oxobenzoxazolinyl, benzothiazolyl, 
oxobenzthiazolinyl, benzimidazolyl, o^obenzimidazolinyl, benzofurazanyl, 
benzotriazolyl, oxazolopyridyl, oxodihydtooxazolopyridyl, thiazolopyridyl, 
oxodihydrothiazolopyridyl, chromanyl, chrWanonyl, benzopyranyl, chromonyl, 
quinolyl, isoquinolyl, oxodihydroquinolinyl,\etrahydroquinolyl, oxotetrahydro- 
quinolinyl, benzodioxanyl, quinazolinyl, acridiW> oxodihydroacridinyl, 
phenothiazinyl, dihydrodibenzoxepinyl, benzocyMoheptathienyl, dihydro- 
thienobenzothiepinyl, dihydrodibenzothiepinyl, oxViihydrodibenzothiepinyl, 
dihydrodibenzazepinyl, oxodihydrodibenzazepinyl, dctahydrodibenzazepinyl, 
benzocycloheptapyridyl, oxobenzocycloheptapyridyl, dihydrodibenzothiazepinyl 
bound directly or over a methylene group, ^\SA 

R 13 is hydrogen, methyl, benzyl or phenyl, > 



Rl4 i s hydrogen, hydroxy, methyl, benzyl or phenyl, 
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naphthyl, juryl, thienyl, pyridyl, benzofuryl, benzothienyl, indolyl, benzoxazolyl, 
benzothiazoHyl, benzimidazolyl, chfomanyl, quinolyl or tetrahydroquinolyl 
bound directlyvor over a methylene group, wherein in the formula 



-C— (CH 2 )— NR 12 R 14 



\0 



(G2b) 



12 14 i ^ 

— NR R can be selected from pyrrolidine, piperidine, hexahydroazepine, 

morpholine, 2,5-diazabicyclo[A2.1]heptane, indoline, isoindoline, (1H)- 
dihydroquinoline, (lH)-tetrahydmquinoline, (2H)-tetrahydroisoquinoline, (1H)- 
tetrahydrobenzo[b]azepine, (lH)-tetrahydrobenzo[d]azepine, (SH)-tetrahydro- 
benzo[b]oxazepine, (5H)-tetrahydrootenzo[b]thiazepine, 1,2,3,4- 
tetrahydroacridanone, (5H)-dihydrodibaizazepine, (1 lH)-dihydrodibenzo[b,e]- 
oxazepine or (1 lH)-dihydrodibenzo[b,e]miazepine and 



wherein aromatic ring systems in the substituents can be substituted, 
independently of each other, by one to three ot\the same or different substituents 
from the series halogen, cyano, C]-C6-alkyl, trifluoromethyl, C3-Cg-cycloalkyl, 

phenyl, benzyl, hydroxy, C \ -Cg-alkoxy, Ci-Cg-alkoxy, which can be entirely or 

partially substituted by fluorine, can carry benzyl oxy^phenoxy, mercapto, C\- 

C6-alkylthio, carboxy, Ci-Cg-alkoxycarbony^^b^cl^cycarbonyl, nitro, amino, 

mono-Ci-Cg-alkylamino or di-(Ci-C6-alkyl)-amAfc^S^greby two adjacent 

groups on the aromatic ring or ring system can form an a^t^iiional ring over a 
methylenedioxy bridge. 



8. Compounds according 
substituents labelled in the formula (I) 



to Ga£^f4 m; claims 1 7, diaiact o nzcd rr 



-that the 
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have the following meknings: 

Rl is hydrogen, fluorine>^iethyl, trifluoromethyl or hydroxy, 

R2 and 
R 3 are hydrogen, 

r4 is hydrogen or hydroxy, 




k is 0, 

A ethenylene(vinylene) or 1,3-butadienylene 

D is selected from C2-C6-alkylene or C 2 -C6-alken^lene, wherein the double bond 
can also be to ring E, 

E is selected from pyrrolidine, piperidine, hexahydroaz^5h^)r morpholine 

G is selected from benzyl, phenethyl, fluorenylmethyl, anthiy^nethyl, 
diphenylmethyl, fluorenyl or dihydrodibenzocycloheptenyl, 
furylmethyl, thienylmethyl, thiazolylmethyl, pyridylmethyl, ben^othienylmethyl, 
quinolylmethyl, phenyl-thienylmethyl, phenyl-pyridylmethyl, 



WO 97/48696 




PCT7EP97/03245 



dihydrodibenzoxepinyl, dihydrodibenzothiepinyl, 

acetyl, pivaloyl, phtoylacetyl, diphenylacetyl, diphenylpropionyl, naphthylacetyl, 
benzoyl, naphthoyl, anthrylcarbonyl, oxofluorenylcarbonyl, oxodihydro- 
anthrylcarbonyl or dioxodihydroanthrylcarbonyl, 

furoyl, pyridylcarbonyl, ch^pmonylcarbonyl, quinolylcarbonyl, 

naphthylaminocarbonyl, dibentylaminocarbonyl, benzylphenylaminocarbonyl, 
diphenylaminocarbonyl, indolinW-1 -carbonyl, dihydrodibenzazepin-N-carbonyl, 
tetrahydroquinolinyl-N-carbonyl, ftetrahydrobenzo[b]azepinyl-N-carbonyl, 

methanesulfonyl, phenylsulfonyl, p-toTuenesulfonyl, naphthylsulfonyl, 
quinolinsulfonyl and \ 

diphenylphosphinoyl, \ 

wherein aromatic ring systems can be substituted independently of each other 
by one to three of the same or different substituents from the series halogen, 
cyano, Ci-C6-alkyl, trifluoromethyl, C3-Cg-cycloalkyl, phenyl, benzyl, 
hydroxy, C]-C6-alkoxy, Ci-Cg-alkoxy, which can bk entirely or partially 
substituted by fluorine, benzyloxy, phenoxy, merck^^Cv -Cs-alkylthio, 
carboxy, Ci-Cg-alkoxycarbonyl, benzyloxycarbonyl, m^^mio, mono-Ci- 
Cg-alkylamino or di-(Ci-C6-alkyl)-amino, wherein two adjacent groups in the 
ring or ring system can form an additional ring over a methyfendioxy bridge. 

9. Compound according to oa£ef4 kc claima 1 8, charactcnzcdMn\th ftHt is present 
in the form of \ 



N-[4-(l-methylsulfonylpiperidin-4-yl)-butyl]-3-(pyridin-3-yl)-acrylamide, 
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N 



. {4 -[H2-na^l«ulf^^ 



N . { 4-[l<2-naphth\ulfonyl)-p 1 peridin-4- y l]-but y l}-5<pyridin-3-yl)-2 5 4^ 
acid amide, 



N 



. {4 . n _(l-naphthylamiLa^ 
W l-diphenyla^ 



N44Kl-diphenylaminocarbony^ 
pentadienoic acid amide, 

N-{4-[l-(10,l l-dihydrodibenUb,f]azeW^ 
(pyridin-3-yl)-acrylamide or V ^ I 

N44Kl-diph e nylphospmnoyl-piperidin-4-yl)W]-3-(pyrid^ 
and/or as a pharmaceutically acceptable acid addition salt thereof. 

,0. Compound according to ^ ^ fr h c charact e red in 4«*«t is 

present in the form of 

N-[4<l-acetylpiperidin-4-yl)-butyl]-3Kpyridin-3-yl)-aciyWiide, 
N-[4<l-diphenylacetyl-piperidin-4-yl)-butyl]-3<pyrid>n^^crylamide, 

N _ {M H3,3-diphenylpropionyl)w^^ 
N -[4-(l-benzoylpiperidin-4-yl)-butyl]-3-(pyridin-3-yl)-acrylamide, 
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N-[4-(l-b^zoylpiperidin-4-yl)-butyl]-5-(pyridin-3-yl)-2,4-pentadienoic acid amide, or 

N_{4-[l-(9-oxc\9H-fluoro-4-yl-carbonyl)-piperidin-4-yl]-butyl}-3-(pyri 
acrylamide 

and/or as a pharmaceutical^ acceptable acid addition salt thereof. 

1 1 . Compound according to rmy one o f th f r claim n 1 Hmrrrt n ri^H i n thnt it is 
present in the form of 

N-{4-[l-(phenylpyridin-3-yl-m^yl)-piperidin-4-yl]-butyl}-3-(pyridin-3-yl)- 
acrylamide, 

1ST- { 4- [ 1 -(phenylpyridin-4-yl-methyl)-p^peridin-4-yl] -butyl } -3 -(pyri din-3 -yl)- 
acrylamide, 





N-{4- [ 1 -(6, 1 1 -dihydrodibeiko[b,e]oxepin- 1 Wl)-piperidin-4-yl]-butyl}-3-(pyridin-3- 
yl)-acrylamide, or \ ^ 

N- { 4- [ 1 -(6, 1 1 -dihydrodibenzo [b,e]thiepin- 1 1 -yl)-p^peridin-4-yl]-butyl } -3 -(pyridin-3 - 
yl)-acrylamide 

and/or as a pharmaceutically acceptable acid addition sak thereof. 



12. Compound according to any 
present in the form of 



to a^^^of^ic cl^fig 18\^arac 



characterized in that it is 



N-[7-(l-diphenylmethylpiperidin-4-yl)-heptyl]-3-(pyridin-3-yl)-; 



N-[8-(l-diphenylmethylpiperidin-4-yl)-octyl]-3-(pyridin-3-yl)-acryl 
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N-[3-(l-dipheWlmethylpiperidin-4-yloxy)-propyl]-3-(pyridin-3 or 



N-[3-(l-benzylpip^idin-4-yloxy)-propyl]-3-(pyridin-3-yl)-acrylamide 



and/or as a pharmaceutical^ acceptable acid addition salt thereof. 



1 3 . Compound according^ to 
present in the form of 



ny ono of the oterrrs 1-8, cha racterized in that it is 



N-[2-(l -diphenylmethylpiperidin-4\yl)-ethyl]-5-(pyridin-3-yl)-2,4- pentadienoic acid 
amide, 

N-[4-(l-diphenylmethylpiperidin-4-yl)-bi)tyl]-5-(pyridin-3-yl)-2 3 4-pentadienoic acid 
amide, 

N-[5-(l-diphenylmethylpiperidin-4-yl)-pentyl]-^(pyridin-3-yl)-2 5 4-pentadienoic acid 
amide or 

N-[6-(l-diphenylmethylpiperidin-4-yl)-hexyl]-5-(pyri^in-3-yl)-2,4-pentadienoic acid 
amide 

and/or as a pharmaceutical^ acceptable acid addition salt thereof 



14^ Method for the production of compounds accorain^aformula (I) according to 



14 ^vlethod for the production of compounds 
^omAAfeo^aim^l H^eharactcrizcd in tha t either 



(a) carboxylic acids of formula (II) 
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.A — C — OH 



(II) 



in which R 1 , R 2 , K?, A and k have the meaning given above or their reactive 
derivatives are reactea\with compounds of formula (III) 



H — N- 



(III) 



wherein D, E, G and R 4 have theVieanings given in claims 1-8 or 

(b) compounds of formula (I), wherein G is hydrogen, are reacted with a compound of 
formula (IV), 



(IV) 



in which G has the meaning given in claims 1-8, with tWe exception of hydrogen, and L 
represents a suitable nucleofuge or reactive group, vihereby the type of specific 
nucleofuge or reactive group L as well as the reaction conditions are dependent on the 
nature of the residue G, or 



(c) compounds of formula (I), in which G has the meaniS^^&l according to claims 
1-7, with the exception of hydrogen, are produced in a such\^^ner that compounds 
of formula (I), in which G is hydrogen, are reacted with a suit^^alkylation agent 
and/or arylation agent of formula (IV) according to the above varianMb), wherein G is 
an alkyK alkenyl-, alkinyl-, cycloalkyl-, aryl-, aralkyl-, heteroaryl- \>r heteroaralkyl 
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residue according to definition and the nucleofuge L can be a reactive derivative of an 
alkohol, for example, a halogen atom such as chlorine, bromine or iodine or a sulfonic 
acid ester, i.e. for example a methanesulfonyloxy-, trifluoromethanesulfonyloxy-, 
ethanesulfonyloxy-, \ benzenesulfonyloxy-, p-toluenesulfonyloxy-, p- 

bromobenzenesulfonyloxy- or m-nitrobenzenesulfonyloxy residue, etc. or a reactive 
group L can be an epoxide group, 

(d) compounds of formula (T), in which G represents an acyl, carbamoyl, sulfonyi or a 
phosphinoyl residue according to the above definition are produced in such a manner 
that compounds of formula (I),\n which G is hydrogen, are reacted with a carboxylic, 
carbamic, sulfonic and/or phosphiiiic acid of formula (V), 



(V) 



wherein G is an acyl, carbamoyl, sulranyl or phosphinoyl residue according to 
definition, or with derivatives thereof capable of reaction, whereby symmetric or 
unsymmetric carboxylic acid anhydrides and/oV sulfonic acid anhydrides or acyl- and/or 
sulfonyi halides, especially acyl- and/or sulfotayl chlorides and carbamoyl halides 
and/or phosphinic acids are used as preferred derivatives of carboxylic acids and/or 
sulfonic acids (V) capable of reaction, and the reaction of the acids (V) and/or their 
reactive derivatives with the compounds (I), in whichNG is hydrogen, preferably occurs 
in the presence of auxiliary bases in solvents and under \onditions as they are described 
in variant (a), or 



(e) compounds of formula (I), in which G represents a^ 
the definition (G2b) in the form of the grouping 



loyl residue according to 



— C — (CH2) — NR R 

II r 
O 



wherein r = 0 
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are produced in such a manner that compounds of formula (I), in which G is hydrogen 
are reacted with a carbonyl group transmitter to an intermediate product and the latter, 
without its purification or previous isolation, is brought to reaction with a primary or 
secondary amine with tne formula (VI) 



H— NR 12 R 1 



(VI) 



\ 12 14 

wherein R 1 2 and R 14 and/or the grouping NR R have the meanings according 

to claims 1-7, wherein bis-(mchloromethyl) carbonate (triphosgene) and 

carbonyldiimidazol are used as particularly reactive carbonyl group transmitters and the 

reaction of compounds of formula (I), wWein G is hydrogen, with triphosgene and/or 

carbonyldiimidazol is preferably carried ouV in an absolute, inert solvent in the presence 

of a tertiary organic amine as an auxiliary ttase in such a manner that the solution of 

compounds (I) and the auxiliary base are slowly added to a solution of an equivalent 

amount of carbonyl group transmitter, or 

(f) compounds of formula (I), in which G is a carbamoyl residue according to the 
definition G2, with r = 0 and R 14 = hydrogen, with grouping 



— C— NR R 

II 

O 

are produced in such a manner that compounds of formula 
are brought into reaction with an isocyanate of the formula 0 



\n which G is hydrogen, 



0 =C=N-R 12 
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in which ftfc S the meaning as given in claims 1-7, wherein the reaction of the 
compounds of formula (I), in which G is hydrogen, with the isocyanates of formula 
(VII) preferably occurs in an absolute, inert solvent, such as for example, a 
hydrocarbon such as pentane, hexane, heptane, benzene, toluene, or xylene, chlorinated 
hydrocarbons (such \as dichloromethane, chloroform, 1,2-dichloroethane, 
trichloroethylene), ethers (ror example, diethyl ether, tetrahydrofuran, dioxane), esters 
such as ethyl acetate, butyl Acetate, or polar aprotic solvents such as formamide or 
dimethylformamide and/or mixtures thereof and the reaction temperatures can lie in the 
region from -20°C to 150°C, but &an preferably vary from 20°C to 100°C, or 

(g) compounds of formula (I), in which is an alkyl, alkenyl, alkinyl or cycloalkyl 
residue according to the above definition are produced in such a manner that 
compounds of the formula (I), in which \^ ls hydrogen, are reacted with a suitable 
alkylation agent of formula (VIII) 



(vm) 



in which is an alkyl, alkenyl, alkinyl or cycloalkyl residue according to definition 
and L represents a suitable nucleofuge, i.e. for example a halogen atom such as 
chlorine, bromine or iodine or a sulfonic acid ester of an\alcohol, wherein sulfonic acid 
esters of formula (VIII) especially contain a \ methyl sulfonyloxy group, 
trifluoromethanesulfonyloxy-, p-toluenesulfonyloxy-, g-bromobenzenesulfonyloxy- or 
m-nitrobenzenesulfonyloxy group as a nucleotype L aiQ\ffi^amide alkylation is carried 
out in the presence of tertiary amino groups under the iree^^sstrong auxiliary bases 
such as potassium tert-butylate, sodium hydride, potassium hydrtd^or butyl lithium in 
aprotic, inert solvents, for example, aliphatic or aromatic hydrocarbons such as 
pentane, hexane, heptane, benzene, toluene or ethers such as tetrahydrofuran, dioxane, 
or poral solvents such as dimethylsulfoxide, dimethylformamide, N-methylpyrrolidone, 
wherein the reaction temperature can lie between -40°C and 14^°C, preferably 
between -20°C and 80°C, depending on the reactivity of the educts. 
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15. Method according to claim 14, characterized in that - as reactive derivatives of 
compound (II\ their activated esters, anhydrides, acid halides, (especially acid 
chlorides), simple low alkyl esters, espcially the p-nitrophenyl esters 2,4,6- 
trichlorophenyl esters, pentachlorophenyl esters, cyanomethyl esters, esters of N- 



hydroxypiperidine, 2-Wdroxypyridine or 2-mercaptopyridine are used according to 
method variant (a), wherein symmetric as well as mixed anhydrides or for example 
those from the reaction v*i\h pivolyl chloride or with chloroformates, for example, 
aromatic chloroformates such as chloroformic acid phenyl ester, araliphatic 
chloroformates such as chlororormic acid benzyl ester or aliphatic chloroformates such 
as chloroformic acid methyl ester, ethyl ester or isobutyl ester are used as anhydrides, 
and the reaction of the compound^ (II) with the compounds (III) can be facultatively 
preformed in the presence of condensation agents such as dicyclohexylcarbodimide, 1- 
ethyl-3-(3»dimethylaminopropyl)-carbodiimide hydrochloride, N,N'-carbonyldiimidazol 
or l-ethoxycarbonyl-2-ethoxy-l,2-dihydrQauinoline, wherein 

in the case of carbodiimides as a\ condensation agent, especially N- 
hydroxysuccinimide, N-hydroxyphthalimidei 1-hydroxybenzotriazol or N- 
hydroxypiperidine can be added, and \ 

the compounds of formula (III) as free bases as wek as in form of their acid addition 
salts can be brought to reaction, especially in form of salts of organic acids such as 
hydrochlorides, hydrobromides, or sulfates and the reaction of compounds of formula 
(II), optionally in form of their reactive derivatives, is performed with compounds (III) 
in a suitable, preferably inert, solvent such as aromati^iy^rocarbons such as benzene, 
toluene, xylene, halogenated hydrocarbons such as dicHmbmethane, chloroform, 1,2- 
dichloroethane, trichloroethylene, or ethers such as diMi^^^er, tetrahydrofuran, 
dioxane, glycol dimethyl ether, ethylacetate, acetonitrile or polar >aj5rotic solvents such 
as dimethylsulfoxide, dimethylformamide or N-methylpyrrolildone as such in pure 
form or as mixtures of two or more thereof, wherein \ 



hydroxysuccinimide) 



N-hydroxyphthalimide, 



1 -hydroxybenzotriazol, 



N- 
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the reaction is optionally carried out in the presence of an auxiliary base such as alkali 
metal carbonates, for example sodium carbonate, potassium carbonate, alkali metal 
hydrogen carqpnates such as sodium hydrogen carbonate, potassium hydrogen 



tributylamine, N-methylmorpholine or pydridine, wherein a suitable excess of the 
compound of formula (III) can be used as a base, and in case of use of the compounds 
of formula (III) in form of their acid addition salts, the amount of the auxiliary base is 
considered equivalent, and 

the reaction temperatures preferably lie between -40°C and 180°C, especially between 
-10°C and 130°C, preferably Vt the boiling point of the solvent used. 



16. Method according to clkim 14, characterized in that - according to method 
variant (b), the reaction of compounds (I), in which G is hydrogen, with compounds 
according to formula (IV) can be Teamed out in an inert solvent such as aromatic 
hydrocarbons for example, benzene\ toluene, xylene, or ethers, for example, in 
tetrahydrofuran, dioxane, glycol dimethyl ether, or in ethylacetate, acetonitrile, ketones 
such as acetone, ethyl methyl ketone, in polar protic solvents such as alcohols such as 
ethanol, isopropanol, butanol, glycol monomethyl ether or polar aprotic solvents such 
as dimethylsulfoxide, dimethylformamide V>r N-methylpyrrolidone, wherein pure 
solvent as well as mixtures of two or mbJ^ftoem can be used, and the reactions can 
be carried out in the presence of bases, ^^ex^nQt^iii the presence of the same as they 
can be used according to the method variaft£&i) a&ecjiiijg to claim 15, and, in the case 
of the chlorides or bromides as compounds (IVXaddition of alkali metal iodides such 
as sodium iodide or potassium iodide occurs and the^ reaction temperatures can vary 
between 0°C and 180°C, however, preferably between \p°C and 130°C, depending on 
the reactivity of the educts. \ 



carbonate, or \organic bases such as triethylamine, ethyldiisopropylamine, 




17. Compounds according to the general formula (I) 
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-C— N— D— E— G 



(I) 

wherein G is hydrogen an^ the remaining substituents have the meanings given in the 
claims 1 7. i 



wh 

««1 
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1 8. Compound or compoundVnixture according ' 

for use in a therapeutic method for^reatment of the human or animal body or in a 
corresponding diagnosis method. 



1 9 Compound or compound mixturesfor use in a therapeutic method according to 
claim 1 8, e£ a r ac te r i zc thn-tha&»the therapeutic use is in connection with cancerostatic or 
cytostatic or immunosuppressive treatment, optionally in connection with suitable 
pharmaceutically acceptable adjuvants and carriers and/or one or more further active 
ingredients. 



20. Use of one or more compounds according to 
including (E)-3-(3-pyridyl)-N-[2-(l -benzylpiperidine- 
hydrochloride, for the preparation of a medicame] 
animal body in the medical indications named abovi 



claims 1-13 and 17t- 
fl)ethyl]-2-propenamide 
satment of the human or 
19. 

ms 1 m 13 and 47 , 



21 . Use of one or more compounds according to 
including (E)-3-(3-pyridyl)-N-[2-(l-benzylp^ 

hydrochloride, for the production of a medicament for cytostatic treatment of the 
human or animal body. 
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22. Medicamenrvwith an amount of one or more active ingredients according to ene~ 
\^ raioie uf the ddiinCT-13 dlld 1 ?7 optionally in connection with a pharmaceutical ly 

acceptable carrier, asiae from toxicologically safe adjuvants, and/or in combination 
with other active ingredients. 

23. , Method for the prodWtion of a medicament according to claim 22, 
et^a f^cnzc ^Tn that-one or more of the compounds according to efie-or mnrft-o£*he- 
olaimsl 13 and 17 are processed with suitable, pharmaceutical^ acceptable carriers 
and adjuvants to a finished medujal form. 

24. Medicament according to claim 22,-Ghaiact£xiz£dan4heHt is present in the form 
of a solid, peroral administration form as a tablet, capsule, coated tablet, optionally in 
sustained action or gastric fluid-resistant form, or as a liquid, peroral administration 
solution, suspension, effervescent tablet,\n the form of tabs or sachets, optionally in 
sustained action, if possible, or in gastric fluid-resistant form. 



r actenzed ir- 



25. Medicaments according to claim 22, c mi ' actcrigca in that it is present in the 
form of a suitable injection or infusion preparation together with suitable 
pharmaceutical^ acceptable carriers and adjuvants, optionally in sustained action form 
or as a parenteral depot medicinal form or implant or is used in the form of a 
concentrate, powder or lyophilisate and the parenteral dilution agent is optionally 
manufactured in the packaging separately therefrom, wherein the mixing of both 
compounds with each other or of the active ingredient wtith a common parenterally 
applicable dilution agent occurs immediately before use. 

26. Medicament according to claim 22, cnaractcngcdii^bat -it is present in the form 
of an inhalation therapeutic agent, for example, in the f^n-€^a^ray together with 
suitable pharmaceutically acceptable propellants, carriers and aqjuvents. 



i, c haracterized i 



27. Medicament according to claim 22, c haracterized in that it i^ present in the form 
of a transdermal therapeutic system for systemic treatment. 
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28. Medicament according to claim 22,~ehafaete iized in th at it is present in the form 
of a gastrointestinal therapeutic system for systemic treatment. 



onaractcrk 



29. Medicament according to claim 22, characterize d in that it is present in the form 
of a salve, suspension emulsion, a balm or plaster or in the form of an externally 
applicable solution. 

30. Medicament according to claim 26 for administration by means of a controlled 
dosage aerosol or in the forrrmf a dry powder dosage formulation. 




3 1 . Medicament according to ^laim 22, cfearactenzed in fe aHt is present in the form 
of a rectal, genital, or transurethral administration emulsion, a solution, a liposomal 
solution, an implant, suppository or a oapsule. 

32. Medicament according to claim 22,\ oharactcnzod in thati t is present m the torm 
of a nasal, otologic or ophthalmologic composition. 

33 . Medicament according to claim 22 oi 21,YliaraeLeiizt:d in L hett it is present in 
the form of a buccally applicable form. 

0 (a J\i^^si 

34. Medicament according to damf22~am HM, characteri zed in t ha t a dosage unit 
for single administration contains 0.01 to 2.0 mg or 0.1-I & or 20 mg active ingredient 
^accord ing to the clai ms 1-13 and Yf: 

3 5 . Medicament according to claim 26, characterized in tt^rfs the pharmaceutical^ 
acceptable carrier and/or diluent is a propellant aerosol. 

36. Medicament according to -etettm 26 o r 35, charact e nzed - in tha Mhe propellant 
aerosol is tetrafluoroethane and/or heptafluoropropane and/or propane/butane, or 
dimethyl ether or mixtures thereof. 
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3 7 . Medicament>according to claim ?fy3^ or 36, characterized in that - the 
propellant aerosol contains surface active adjuvants. 



3 8 . Medicament accorc 
glucose and/or lactose as a < 



ig to claim 22ror26 , characterized in that it contains 
powder dosage. 



39. 



Substance or substance mh<!Uire according to claim 1 9 or 20, oharaotcrigod in - 



4ha£4he therapeutic use is suitable in connection with the combination with a further 
cytostatic agent or immunosuppressive hgent. 

40. Medicament according to claim ^T^ie^^4 ? clim-acteriz e d in that -it is present in 
combination with a further cytostatic agentw^anhmosuppressive agent, optionally in 
the form of separate dosage units in the pharmaceutic! package. 



